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DETAILED ACTION 

Applicants' arguments, filed 01/31/2008, have been fully considered and have 
been deemed to be persuasive. Rejections and/or objections not reiterated from 

previous office actions are hereby withdrawn. The following rejections and/or objections 
are either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Priority 

It is noted that this application appears to claim subject matter disclosed in prior 
Application No. 09/373693, now US 6,465,448, filed 08/13/1999. A reference to the 
prior application must be inserted as the first sentence(s) of the specification of this 
application or in an application data sheet (37 CFR 1 .76), if applicant intends to rely on 
the filing date of the prior application under 35 U.S.C. 1 1 9(e), 1 20, 1 21 , or 365(c). See 
37 CFR 1 .78(a). For benefit claims under 35 U.S.C. 120, 121 , or 365(c), the reference 
must include the relationship (i.e., continuation, divisional, or continuation-in-part) of all 
nonprovisional applications. If the application is a utility or plant application filed under 
35 U.S.C. Ill (a) on or after November 29, 2000, the specific reference to the prior 
application must be submitted during the pendency of the application and within the 
later of four months from the actual filing date of the application or sixteen months from 
the filing date of the prior application. If the application is a utility or plant application 
which entered the national stage from an international application filed on or after 
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November 29, 2000, after compliance with 35 U.S.C. 371, the specific reference must 
be submitted during the pendency of the application and within the later of four months 
from the date on which the national stage commenced under 35 U.S.C. 371(b) or (f) or 
sixteen months from the filing date of the prior application. See 37 CFR 1 .78(a)(2)(ii) 
and (a)(5)(ii). This time period is not extendable and a failure to submit the reference 
required by 35 U.S.C. 1 19(e) and/or 120, where applicable, within this time period is 
considered a waiver of any benefit of such prior application(s) under 35 U.S.C. 1 1 9(e), 
120, 121 and 365(c). A benefit claim filed after the required time period may be 
accepted if it is accompanied by a grantable petition to accept an unintentionally 
delayed benefit claim under 35 U.S.C. 119(e), 120, 121 and 365(c). The petition must 
be accompanied by (1) the reference required by 35 U.S.C. 120 or 1 19(e) and 37 CFR 
1 .78(a)(2) or (a)(5) to the prior application (unless previously submitted), (2) a surcharge 
under 37 CFR 1 .17(t), and (3) a statement that the entire delay between the date the 
claim was due under 37 CFR 1 .78(a)(2) or (a)(5) and the date the claim was filed was 
unintentional. The Director may require additional information where there is a question 
whether the delay was unintentional. The petition should be addressed to: Mail Stop 
Petition, Commissioner for Patents, P.O. Box 1450, Alexandria, Virginia 22313-1450. 

If the reference to the prior application was previously submitted within the time 
period set forth in 37 CFR 1 .78(a), but not in the first sentence(s) of the specification or 
an application data sheet (ADS) as required by 37 CFR 1 .78(a) (e.g., if the reference 
was submitted in an oath or declaration or the application transmittal letter), and the 
information concerning the benefit claim was recognized by the Office as shown by its 
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inclusion on the first filing receipt, the petition under 37 CFR 1 .78(a) and the surcharge 
under 37 CFR 1 .17(t) are not required. Applicant is still required to submit the reference 
in compliance with 37 CFR 1 .78(a) by filing an amendment to the first sentence(s) of the 
specification or an ADS. See MPEP § 201 .1 1 . 

Compound of Formula I in claim 65 and compounds of Formula II in claim 62 are 
subject matter not disclosed prior to PCT/US03/05032, filed 02/19/2003. Neither US 

Application 10/079,049, nor 09/373,693 discloses the broad genus of compounds 
envisioned by the Formulae. Therefore, their priority date is treated as 02/1 9/2003. 

Election/Restrictions 

Because the method of potentiaing a therapeutic effect of temozolamide by 
methoxyamine is free of the art, examination was expanded to include PARP inhibitors 
with the class of BER inhibitors. 

Claims 59, 60, 64, 65, 70, 75, 77, 78, 93, and 98-100 are now examined. 

LACK OF WRITTEN DESCRIPTION UNDER 35 U.S.C. § 112, FIRST PARAGRAPH: 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a whtten description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claim 64, 67, and 100 are rejected under 35 U.S.C. § 1 12, first paragrapli, as 
containing subject matter which was not described in the specification in such a way as 
to reasonably convey to one sl<illed in the relevant art that the inventor(s), at the time 
the application was filed, had possession of the claimed invention. 

The description requirement of the patent statute requires a description of an 
invention, not an indication of a result that one might achieve if one made that invention. 
See, e.g. I n re Wilder. 22 L/SPQ 369, 372-3 (Fed. Cir. 1984). (Holding that a claim was 
not adequately described because the specification did "little more than outline goals 
appellants hope the claimed invention achieve and the problems the invention will 
hopefully ameliorate.') 

Mere indistinct terms (such as "AP endonuclease inhibitors" used herein), 

however may not suffice to meet the written description requirement. This is particularly 

true when a compound is claimed in purely functional terms. See Univ. of Rochester v. 

G.D. Searle . 69 USPQ2d 1886, 1892 (CAFC 2004), stating: 

The appearance of mere indistinct words in a specification or a claim, even an original 
claim, does not necessarily satisfy that requirement. A description of an anti-inflammatory 
steroid, i.e., a steroid (a generic structural term) described even in terms of its functioning 
of lessening inflammation of tissues fails to distinguish any steroid from others having the 
same activity or function. A description of what a material does, rather than of what it is, 
usually does not suffice.... The disclosure must allow one skilled in the art to visualize or 
recognize the identity of the subject matter purportedly described. (Emphasis added). 

A description of a chemical genus will usually comprise a recitation of structural 
features common to the members of the genus, which features constitute a substantial 
portion of the genus. See Universitv of California v. Eli Lillv and Co. . 43 USPQ2d 1398, 
1406 (Fed. Cir. 1997). This is analogous to enablement of a genus under section 112, P 
1 , by showing the enablement of a representative number of species within the genus. 
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A chemical genus can be adequately described if the disclosure presents a 
sufficient number of representative species that encompass the genus. If the genus has 
substantial variance, the disclosure must describe a sufficient number of species to 
reflect the variation within that genus. See MPEP 2163. Although the MPEP does not 
specifically define what constitutes a representative number of species, the courts have 
indicated what does not constitute the same. See, e.g... I n re Gostelli . 10 USPQ2d 
1614, 1618 (Fed. Cir. 1989), holding that the disclosure of two chemical compounds 
within a subgenus did not adequately describe such subgenus. 

The MPEP lists factors that can be used to determine if sufficient evidence of 
possession has been furnished in the disclosure of the Application. These include the 
level of skill and knowledge in the art, partial structure, physical and/or chemical 
properties, functional characteristics alone or coupled with a known or disclosed 
correlation between structure and function, and the method of making the claimed 
invention. Disclosure of any combination of such identifying characteristics that 
distinguish the claimed invention from other materials and would lead one of skill in the 
art to the conclusion that the applicant was in possession of the claimed species is 
sufficient. MPEP 2163. 

Claim Rejections - 35 USC §112- Scope of Enablement 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification sliall contain a written description of the invention, and of the manner and process of 
malting and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 59, 60, 64, 65, 70, 75, 77, 78, 93, and 98-100 are rejected under 35 

U.S.C. 112, first paragrapli, because tlie specification, while being enabling a method of 
potentiating a therapeutic effect of temozolamide by combination with methoxyamine 
(MX), does not reasonably provide enablement for treating the broader method of 
potentiating a therapeutic effect of anticancer agents which induce formation of AP sites 
by combination with base excision repair inhibitors. The specification does not enable 
any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to practice the invention commensurate in scope with these claims. 

To be enabling, the specification of the patent must teach those skilled in the art 
how to make and use the full scope of the claimed invention without undue 
experimentation. In re Wright, 999 F.2d 1557, 1561 (Fed. Cir. 1993). Explaining what is 
meant by "undue experimentation," the Federal Circuit has stated: 

The test is not merely quantitative, since a considerable amount of 
experimentation is permissible, if it is merely routine, or if the specification in question 
provides a reasonable amount of guidance with respect to the direction in which the 
experimentation should proceed to enable the determination of how to practice a 
desired embodiment of the claimed invention. PPG v. Guardian, 75 F.3d 1558, 1564 
(Fed. Cir. 1996). 

The factors that may be considered in determining whether a disclosure would 
require undue experimentation are set forth by In re Wands, 8 USPQ2d 1400 (CAFC 
1 988) at 1 404 where the court set forth the eight factors to consider when assessing if a 
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disclosure would have required undue experimentation. Citing Ex parte Forman, 230 
USPQ 546 (BdApIs 1 986) at 547 the court recited eight factors: 

1 ) the quantity of experimentation necessary, 

2) the amount of direction or guidance provided, 

3) the presence or absence of working examples, 

4) the nature of the invention, 

5) the state of the prior art, 

6) the relative skill of those in the art, 

7) the predictability of the art, and 

8) the breadth of the claims. 

These factors are always applied against the background understanding that 
scope of enablement varies inversely with the degree of unpredictability involved. In re 
Fisher, 57 CCPA 1099, 1108, 427 F.2d 833, 839, 166 USPQ 18, 24 (1970). Keeping 
that in mind, all Wands factors have been considered and the following factors that are 
relevant to the instant fact situation for the following reasons: 

1 . The nature of the invention, state and predictability of the art, and relative 
skill level 

The invention relates to treatment of disease, particularly treating cancer. The 
relative skill of those in the art is high, that of an MD or PHD. That factor is outweighed, 
however, by the unpredictable nature of the art. As illustrative of the state of the art, the 
examiner cites with regard to cancer for instance, Suggitt and Bibby, Clinical Cancer 
Researcli, 2005, Vol 1 1 , 971-981 . Suggitt and Bibby teaches the unpredictability of 
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treating cancer. Note liowever, tliat tlie current liuman tumor cell line in vitro screen is 
generally unpredictable. Modern methods are susceptible to false-positive and false- 
negative results, (page 973 1®' paragraph on right-hand column). Difficulty in 
determining results leads to difficulty in testing for effectiveness of compounds, which 
leads to unpredictability in treating cancers. Therefore, routine experimentation will not 
provide a sufficient expectation of success in carrying out the claimed invention. 

2. The breadth of the claims 

The claim relates to a method of potentiating a therapeutic effect of the broad 
range of anticancer agents which induce formation of AP sites by combination with the 
wide range of base excision repair inhibitors. 

3. The amount of direction or guidance provided and the presence or 
absence of working examples 

The specification provides no direction or guidance for treatment of the many 
possible cancers. No reasonably specific guidance is provided concerning useful 

therapeutic protocols for disorders, other than potentiating a therapeutic effect of 
temozolamide by combination with methoxyamine (MX). The latter is corroborated by 
the working examples. 



4. 



The quantity of experimentation necessary 
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Because of the known unpredictability of the art, and in the absence of 
experimental evidence, no one skilled in the art would accept the assertion that the 
instantly claimed agents could be predictably used for treatment of the many possible 
cancers as inferred by the claim and contemplated by the specification. Accordingly, the 
instant claims do not comply with the enablement requirement of §112, since to practice 
the invention claimed in the patent a person of ordinary skill in the art would have to 
engage in undue experimentation, with no assurance of success. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 59-60, 70, 75, and 98 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Griffin et al (Biochemie (1995) 77, 408-422). 

Griffin et al teaches on page 418, first full paragraph that PARP inhibitors 
enhance temozolomide-induced DNA strand breaks and increase temozolomide- 
induced toxicity where temozolomide is known to induce the formation of AP sites. 
Therefore, any treatment, people or cells, with both compounds is known to potentiate a 
therapeutic effect. 



Free of Art 
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Claims 64, 65, 77, and 100 are free of the prior art and will be allowable upon 
resolution of the above 112 rejections. 



Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Benjamin Packard whose telephone number is 571-270- 
3440. The examiner can normally be reached on M-F 8-3:45 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass can be reached on 571-272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Benjamin Packard/ 
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Patent Examiner, Art Unit 1612 
/Frederick Krass/ 

Supervisory Patent Examiner, Art Unit 1612 



